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IN TRO DUC TION
Non-Langerhans’ cell histiocytoses or type II
histi o cytoses are a group of rare dis eases char ac -
ter ized by lo cal ized or gen er al ized histiocyte pro lif -
er a tion (1). In con trast to Langerhans’ cell histiocy -
toses or type I histiocytoses, the histiocytes found in 
type II histiocytoses con tain no Birbeck gran ules,
are S-100 and CD 1 neg a tive, and show ex pres sion 
of the monocyte-macrophage an ti gens such as
MAC 387, CD68, CD11b, CD11c and CD14 (1,2). In 
most cases the cells are fac tor XIIIa pos i tive (1). A
num ber of dis or ders from the group of non-
 Langerhans’ cell histiocytoses have been iden ti fied
and are char ac ter ized by histiocyte pro lif er a tion, in -
creased lipid phagocytosis, and for ma tion of foam
and gi ant cells (1). Some au thors con sider these
dis or ders as a broad spec trum of one and the same
dis ease (3-5). These dis or ders clas si fied in the
group of normolipemic xanthomatoses are cal led
xanthohistiocytoses and in clude xanthoma dis -
semi natum, pap u lar xanthomas, ju ve nile xantho -
gra nu loma, necrobiotic xanthogranuloma, and dif -
fuse plane xanthomas (1). Some of these en ti ties
have also been found to oc cur in as so ci a tion with
myeloproliferative dis eases such as mul ti ple myelo -
ma and leu ke mia (1). In xanthoma dissemi natum
and ju ve nile xanthogranuloma, in volve ment of vis -
ceral or gans is rarely de scribed. In adults, ju ve nile
xanthogranuloma is a rare dis ease and usu ally
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SUM MARY Xanthoma disseminatum is a rare, be nign, non-Langerhans’ cell histio -
cytic dis or der of un known eti ol ogy. A case is pre sented of a 71-year-old man with a
three- year his tory of dis sem i nated sym met ric yel low ish papules and plaques on the
skin of the face, neck, flexor re gions, trunk, ex trem i ties and oral mu cosa, with fatty
in fil tra tion of the liver and pan creas, and car diac com plaints. Xanthomatous rhino -
phyma pre dom i nated on the face. Clin i cal, immunohistochemistry and his tol ogy
find ings in di cated the di ag no sis of xanthoma disseminatum. Al though the pa tient
had a pos i tive fam ily his tory of car dio vas cu lar dis eases and a num ber of symp toms
that are of ten as so ci ated with hyperlipidemia, re peat plasma lev els were al ways
within the nor mal lim its. The case was in ter est ing be cause of a num ber of etiologic
fac tors that could be con nected with the ap pear ance of xanthomas in our pa tient.
There fore it was dif fi cult to clas sify the dis ease into one of well-de fined nosologic
en ti ties. The case re port is sup ple mented with a re view of rel e vant lit er a ture.
KEY WORDS normolipemic xanthoma, xanthoma disseminatum, non-Langerhans’
cell histiocytosis
man i fests by sol i tary le sions (1). In fil tra tion of the
mu cosa (oral, na so pha ryn geal, anal, conjunctival)
is char ac ter is tic of xanthoma disseminatum (6,7).
Di ag no sis of the dis or der is based on de tailed his -
tory, clin i cal pic ture, ex ten sive lab o ra tory, ra di ol ogy, 
his tol ogy, immunohistochemistry and elec tron mi -
cros copy work-up, which should rule out pri mary
and sec ond ary hyperlipidemias as well as ma lig -
nant histiocytoses. Ther a peu tic attempts produce
only modest results. The prognosis of the disease
depends on the mucosal and systemic involvement
(8).
CASE RE PORT
A 71-year-old man from Osijek was ini tially hos -
pi tal ized at our De part ment in April 2003 for dis -
sem i nated le sions on the skin of the face, trunk and
ex trem i ties. The pa tient showed overt ad i pos ity
(body weight 115 kg), body height 186 cm; on ad -
mis sion he was dyspneic; harsh sys tolic mur mur
over the precordium (III/6) was heard on ausculta -
tion, max i mally au di ble over the aorta. The liver was 
pal pa ble by 3 cm; there was mild pretibial edema
and weak pe riph eral pul sa tions were re corded. The 
pa tient had been suf fer ing from ar te rial hy per ten -
sion for the last 20 years, thus on reg u lar ther apy
with con trol vis its to the car di ol o gist, with the fol low -
ing di ag no sis: Hypertensio arterialis, Cardiomyo -
pathia ischaemica et hypertonica, An gina pectoris.
The pa tient had never been tak ing hypolipemics.
Dur ing his hos pi tal stay, the high est blood pres sure
and pulse val ues were 155/100 and 70/min, re -
spec tively. The pa tient’s neu ro logic sta tus was un -
re mark able, and he re ported no bone com plaints.
He had been suf fer ing from gout for five years. Sev -
eral months be fore hos pi tal iza tion, hepatomegaly,
dif fuse hepatic le sion, bi lat eral nephrolithiasis with
a cyst of the left kid ney, and gall blad der lithiasis
were di ag nosed by out pa tient ultrasonography of
the ab do men. The pa tient had been tak ing al co hol
on a daily ba sis. His mother, fa ther and un cle had
suf fered from ar te rial hy per ten sion. His mother died 
from stroke, and his fa ther from myo car dial in farc -
tion. There was no fam ily his tory of skin dis eases.
The ini tial skin le sions in the form of purpura and
nod u lar en large ment of the nose had oc curred
three years be fore his pre sen ta tion to the De part -
ment. Con cur rently with these le sions, yel low ish
papules erupted on the skin of the face, trunk and
flexor re gions, confluing with time to form ex ten sive
plaques. In the ini tial stage of the dis ease, ther apy
with tetracyclines was in tro duced be cause of the
clin i cal im pres sion of a rosacea, how ever, it failed to 
pro duce any im prove ment. On ad mis sion, nu mer -
ous yel low ish papules of 1-3 mm in di am e ter were
seen on the skin of the face and neck, very densely
clus tered on the fore head, nasolabial folds and eye -
lids, along with dif fuse er y thema of both cheeks,
and telangiectasias (Fig. 1). The nose was knotty,
en larged, with erythematous livid dis col or ation, with 
vis i ble telangiectasias and oc ca sional yel low ish
papules of up to 3 mm in size (Fig. 1). The en tire
back sur face was cov ered by erythematous brown -
ish in fil trated plaques of up to 7 cm in size, con tain -
ing nu mer ous yel low ish papules (Fig. 2). The same
but less ex ten sive le sions were also pres ent on the
chest and ab do men (Fig. 3), in the axillae (Fig. 4),
and in the in gui nal re gion (Fig. 5). El e vated, well de -
mar cated yel low ish foci of 2-3 mm in di am e ter were
found on the buccal mu cosa, and on the hard and
soft pal ate. The fol low ing lab o ra tory tests were per -
formed: eryth ro cyte sed i men ta tion rate, com plete
blood count, hepatogram, urea, creatinine, lipido -
gram and re peat lipidogram, li po pro tein and apo -
protein frac tions, blood glu cose, oral glu cose tol er -
ance test, se rum pro tein elec tro pho re sis, immuno -
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Fig ure 1. Xanthomatous rhinophyma and yel low ish pa -
pu les on the skin of the face and neck.
electrophoresis, tu mor mark ers, hor mones (FSH,
LH, prolactin, free tes tos ter one, dehydroepiandro -
ste rone, androstenedione, IGF-1), coagulogram,
com ple ment and com ple ment frac tions, se rum
elec tro lytes (Na, K, Cl), cal cium, phos pho rus, al ka -
line phosphatase, and urine anal y sis; all val ues
were within the nor mal lim its. Uri nary Bence-Jones
pro tein was neg a tive. Three skin bi opsy spec i mens
(ob tained from the back, trunk and nose) showed
foam cell nod ules, oc ca sional lym pho cytes and nu -
mer ous Touton gi ant cells in the up per half of the
dermis, with out epi der mal in fil tra tion (Figs. 6 and 7). 
The immunohistochemistry find ing was neg a tive for 
CD1 and S-100 mark ers. On con sul ta tion, the oph -
thal mol o gist di ag nosed posttraumatic cat a ract on
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Fig ure 4.  Erythematous brown ish plaques and papules
in the axillae.
Fig ure 3.  Nu mer ous yel low ish papules and nod ules on
the skin of the chest and ab do men.
Fig ure 2.  Erythematous brown ish in fil trated plaques on
the skin of the back.
Fig ure 5.  Nu mer ous yel low ish papules in the in gui nal re -
gion.
Fig ure 6.  Hematoxylin-eosin stain. Orig i nal mag ni fi ca tion
×25. Nod u lar, dense in fil trate of foamy histiocytes, scat -
tered lym pho cytes and nu mer ous Touton gi ant cells in the
up per half of the der mis, with out epi der mal in fil tra tion.
the right eye and hypertonic fundus grade I-II, with -
out any spe cific pro cess. Ear, nose and throat
(ENT) ex pert con sul ta tion con firmed the find ing of
yel low ish in fil tra tions of the buccal mu cosa and pal -
ate, with out la ryn geal and pha ryn geal in volve ment,
and rhinophyma. X-rays of the head, long bones
and pel vis re vealed no osteolytic changes. Chest
x-rays showed a hypertonic heart con fig u ra tion and
an ef fu sion in the pro jec tion of the left di a phragm
and left phrenicocostal si nus. Ultrasonography of
the ab do men showed a dif fusely en larged, fatty
liver and pan creas, biliary cal cu lus and cor ti cal cyst
of the left kid ney. Ultrasonography of the heart
showed a mod er ate aor tic de fect, di lated left ven tri -
cle with a hy per tro phic wall and pre served con trac -
til ity. Elec tro car di og ra phy (ECG) showed si nus
rhythm of 74/min and left ven tric u lar hy per tro phy.
Ex er cise test ing could not be per formed for marked
dyspnea and stenocardia on ex er cise. Cardiologic
ther apy was mod i fied upon the car di ol o gist’s ex am -
i na tion, echocardiography and ECG find ings. Upon
ex am i na tion by the endocrinologist and sub -
specialist for metabolic diseases, and considering
normal hormone levels and repeat normal values of 
plasma lipids, apoprotein and lipoprotein fractions,
reduction diet and absolute abstinence from alcohol 
were recommended. During hospital stay, the
patient received regular internist therapy consisting
of a salicylate, diuretic and cardiac agents.
DIS CUS SION
Lipids are a het er o ge neous group of com -
pounds hav ing in com mon a physicochemical prop -
erty of be ing wa ter in sol u ble (9). They are trans -
ported in the blood in com plexes with pro teins as
lipoproteins, and ac cu mu late in the cells if their en -
try or syn the sis is in creased, or their break down de -
creased (9). Cells of var i ous body tis sues pos sess
pro tec tive mech a nisms against ex ces sive in put of
cho les terol, how ever, skin macrophages and smo -
oth mus cle cells lack these mech a nisms, thus they
eas ily ac cu mu late cho les terol and turn to foam cells 
and Touton gi ant cells (9). Clin i cally, these skin
events man i fest with the oc cur rence of xanthomas,
which are de fined as yel low ish papules or nod ules
that may ap pear very dis cretely in the form of in di -
vid ual, sol i tary foci or as grouped le sions con tain ing 
tri glyc er ides in ad di tion to cho les terol (2,7). They
are as so ci ated with hyperlipidemias, pri mary and
sec ond ary, which are ac ci den tally de tected on rou -
tine lab o ra tory test ing or by tar get screen ing in pa -
tients with a pos i tive fam ily his tory of lipid dis or ders
and car dio vas cu lar dis eases (2). While the mech a -
nism of the de vel op ment of xanthomas in hyperlipi -
demias is well un der stood, their etiopathogenesis
in normolipemic con di tions is less known (10). The
con di tions as so ci ated with the reticuloendothelial
sys tem dis eases such as mul ti ple myeloma,
chronic myeloid leu ke mia, eosinophilic granuloma,
Langerhans’ cell histiocytosis, mycosis fungoides,
and Sezary syn drome, have been clas si fied in the
group of normolipemic xanthomas (10). In these
dis or ders, the oc cur rence of xanthoma may pre -
cede the lymphoproliferative pro cess by months or
even years. Other mis cel la neous co in ci den tal dis -
eases re ported in the lit er a ture re fer to the oc cur -
rence of xanthomas in as so ci a tion with hypogo -
nadism, polycythemia, rheu matic dis eases (rheu -
ma toid ar thri tis) (10); se nile de men tia, acute iritis
and rheu ma toid ar thri tis (10); Ehlers-Danlos syn -
drome (11); in flam ma tory skin dis eases (atopic der -
ma ti tis, erythroderma, chronic atro phic acroderma -
titis, pho to sen si tive ec zema) (10,12); ci ca tri ces af -
ter basalioma ex ci sion (13), chronic in flam ma tory
states (re laps ing polychondritis) (10), and biliary
cir rho sis and atresia (14). In 1938, Mont gom ery and 
Osterberg de scribed xanthoma disseminatum as a
sep a rate en tity in the group of so-called non-
 Langerhans’ cell histiocytoses (15). It is char ac ter -
ized by pro lif er a tion of histiocytes that con tain no
Birbeck gran ules, are neg a tive for S-100 and
CD-1a, and pos i tive for the macrophage an ti gens
MAC 387, CD68, CD11b, CD11c and CD14 (1). The 
etiopathogenesis of xanthoma disseminatum has
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Fig ure 7.  De tail: hematoxylin-eosin stain. Orig i nal mag -
ni fi ca tion ×100. Touton gi ant cells and foam cells.
not yet been fully clar i fied, how ever, many au thors
agree that it is a pri mary dis or der of histiocyte pro lif -
er a tion with sec ond ary ac cu mu la tion of intracellular 
and extracellular lipids (6,16). They de velop be -
tween the age 5 and 25 years in 60% of cases, how -
ever, the oc cur rence of xanthoma disseminatum in
a 9-month-old in fant has been re ported (8). Altman
and Winkelmann found xanthoma disseminatum to
show a 2:1 male pre dom i nance (17). The oc cur -
rence of sym met ri cally dis trib uted, red dish-brown -
ish or yel low ish papules confluing to form plaques
and nod ules, with flexor and periorbital re gions as
pre di lec tion sites, is one of the char ac ter is tic clin i cal 
fea tures of xanthoma disseminatum (7). Mucosal
in volve ment is de scribed in 40%-60% of pa tients,
which is of a high di ag nos tic rel e vance (8). Mucosal 
le sions of the mouth, phar ynx and lar ynx, tra chea,
epi glot tis and tongue have been de scribed. These
le sions may cause sig nif i cant func tional prob lems
(7,18). The con junc tiva and cor nea may also be in -
volved and even tu ally lead to blind ness (7,18,19).
Di a be tes insipidus is re ported in 40% of pa tients
and is due to xanthomatization of sella turcica; it is
mild, tran sient, and re sponds well to vasopressin
(7). It may pre cede skin al ter ations, thus ac tu ally
be ing the ini tial symp tom of the dis ease. Three
forms of the dis ease in terms of clin i cal course have 
been de scribed (7). In pa tients with the pro gres sive
form of the dis ease, xanthomatous bone in fil tra -
tions with con se quen tial osteolysis, in fil tra tion of
the re spi ra tory tract (lar ynx, lungs), hepatobiliary
sys tem, cen tral ner vous sys tem, heart, kid neys,
mus cles, lymph nodes, uterus and tes tes have
been de scribed (3,8,16). As dis tin guished from the
pro gres sive form, pa tients with the per sis tent form
of the dis ease have per ma nent le sions on the fa cial
skin and mu cous mem branes, along with good gen -
eral con di tion (7,8). The self-heal ing form is very
rare, and is characterized by spontaneous res o lu ti -
on in several years from the symptom onset (7,8). A
normal serum lipid level is characteristic of xantho -
ma disseminatum, although hyperlipidemia of un -
known etiology and without positive family history of 
lipid metabolism disorder or skin lesions may occur
in 20% of patients (7).
We have pre sented a pa tient with dis sem i nated
xanthomas and prob a bly per sis tent form of the dis -
ease. Di ag nos tic test ing pro vided no ev i dence for
as so ci a tion of the fatty liver and pan creas in fil tra tion 
with the parenchymatous fo cal xanthomatous cell
in fil tra tion. Eti o log i cally, the fatty meta mor pho sis
can be as cribed to di etary fac tors in obese sub jects. 
The ad vanced ath ero scle ro sis could not be re lated
to xanthoma disseminatum. Al though sys temic in -
volve ment (splanchnic or gans and cen tral ner vous
sys tem) is pos si ble in xanthoma disseminatum, it is
rarely re ported in the lit er a ture and re quires more
so phis ti cated di ag nos tic tools such as com puted to -
mog ra phy, mag netic res o nance im ag ing, tech ne -
tium body bone scan, vis ceral or gan bi opsy, etc.,
which were not used in our pa tient because of the
absence of clinical symptoms and pathologic lab o -
ra tory findings.
Con sid er ing the pos i tive fam ily his tory and a
num ber of pre dis pos ing fac tors for sec ond ary
hyper lipi demia (body weight 115 kg, daily al co hol
con sump tion, ar te rial hy per ten sion from 1975, anti -
hypertensive ther apy by beta-blockers, hyper uri ce -
mia, and gout), the ques tion arose whether the pa -
tient may have had el e vated lipid lev els at some pe -
riod in his life, that had led to the oc cur rence of
xanthomas. How ever, the di ag no sis of dis sem i na -
ted erup tive xanthomas had to be ruled out for the
ab sence of in volve ment of the extensory as pect of
the ex trem i ties (knees and el bows), non-con flu -
ence of the le sions, and nor mal plasma lipid level.
The di ag no sis of xanthoma disseminatum was ba -
sed on the char ac ter is tic clin i cal find ing in clud ing
sym met ric xanthomatous le sions of a typ i cal dis tri -
bu tion and ten dency to con flu ence, in volve ment of
oral mu cosa, and re peat normolipemic plasma
values. The diagnosis was verified by histology and
immuno histochemistry. 
Xanthoma disseminatum may rep re sent the
xanthomatous evolutive stage of other non-Langer -
hans’ cell histiocytoses such as gen er al ized erup -
tive histiocytoma or multicentric reticulohistio cyto -
sis, which has been con firmed in case re ports by
Caputo et al. (8), Braun Falco et al. (20), and
Coldiron et al. (21). In the past, the is sue of re la tion
be tween Langerhans’ cell and non-Langerhans’
cell histiocytoses used to be posed, whereas now a -
days immunohistochemistry and elec tron mi cros -
copy pro vide con sid er able help in dif fer en ti at ing
these two en ti ties. The xanthoma disseminatum
cells pos sess no Birbeck gran ules in their cy to -
plasm, but con tain lipid vac u oles, phagosomes and
cho les terol crys tals (8). In our pa tient, proliferative
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histiocytoses, Langerhans’ cell histiocytoses, and
dis or ders as so ci ated with monoclonal paraprotei -
nemia (ne crotic xanthogranuloma) were ruled out
by thor ough di ag nos tic work-up. Normolipemic
xan thomas that are mostly de scribed in as so ci a tion
with lymphoproliferative dis eases, paraproteinemia 
and hypocomplementemia (22,23) were also ex -
cluded. Ther a peu tic re sponse to oral corticoste -
roids and clofibrate, de scribed in the man age ment
of xanthoma disseminatum, is rather mod est and
dis ap point ing (8). Oral corticosteroids can pre vent
skin le sion re lapses fol low ing sur gi cal ex ci sion or
electrocoagulation (8). The treat ment with clofibrate 
can lead to par tial re gres sion of skin le sions (8). We 
de cided not to use oral corticosterioids in our pa -
tient, tak ing into ac count the rel a tive con tra in di ca -
tions and ex ten sion of le sions. As it was not a case
of proliferative histiocytic dis ease, there was no
need of cytostatic ther apy. Be cause mucosal le -
sions caused no func tional im pair ment, there was
no need of antimitotic ther apy (cyclophosphamide)
ei ther, oth er wise re ported in the lit er a ture as a good
at tempt to con trol the pro gres sion of mucosal le -
sions (8). Due to cos met ic ally un ac cept able rhino -
phyma, dis fig ur ing the pa tient’s face, the pa tient
was sub mit ted to CO2 la ser treat ment in lo cal an es -
the sia at ENT De part ment. The pa tient was lost for
fol low up due to car dio vas cu lar com plaints and
great dis tance be tween the pa tient’s place of res i -
dence and our De part ment. He was re ferred to his
lo cal der ma tol o gist and in ter nist, with recommen -
dation to con tinue his in ter nist (cardiologic) ther -
apy, re duc tion diet, and strict al co hol ab sti -
nence.
CON CLU SION
The disease prog no sis and pa tient qual ity of
life de pend pri mar ily on the pro gres sion of
mucosal le sions, pro gres sive organ dys func tion,
and pos si ble oc cur rence of myeloproliferative and
lymphopro liferative dis eases, which may be pre -
ceded by nor mo lipemic xanthomas by months or
even years (8, 19,22). There fore, longterm clin i cal
fol low-up that oc ca sion ally re quires so phis ti cated
di ag nos tic met h ods is needed. Sys temic af fec tion
may oc ca sion ally be only con firmed by post mor -
tem stud ies, i.e. on au topsy (1).
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